The metabolic syndrome (MS) is a constellation of abnormalities including central obesity; glucose intolerance, and type 2 diabetes; hypertension; and a dyslipidemia characterized by increased serum triglycerides, decreased high-density lipoprotein (HDL) cholesterol, and increased small, dense low-density lipoprotein (LDL) particles [1] [2] [3] [4] [5] [6] . Presence of biophysical-semeiotic constitution, and related inherited real risks evolving slowly towards relative disorders, may be defined as premetabolic syndrome. The metabolic syndrome affects more than 27% of adults in the United States [6] and increases the risk of cardiovascular disease 2-to 3-fold, but exclusively in individuals with biophysical-semeiotic constitution-dependent, inherited, coronary real risk, which has been described in the former paper on this website, thus not in all patients with MS [7] [8] [9] [10] [11] [12] . More precisely speaking, all components of metabolic syndrome may occur exclusively in subjects with congenital acidosic enzyme metabolic histangiopathy (CAEMH), as well as with either "some" or all CAEMH-dependent, biophysical-semeiotic constitutions [4, 5, 7, [9] [10] [11] [12] . As a consequence, not all patients with metabolic syndrome are equal. Biophysical-semiotic constitution may be characterised with abnormal vasomotion in the microcirculation. Despite the alarming prevalence of the metabolic syndrome and the magnitude of risk it confers, defining the pathogenic links between the metabolic syndrome and cardiovascular disease, has been difficult, and whether they are united by some common underlying patho-physiology remains a matter of intense debate. It is possible that Quantum Biophysical Semeiotics can explain such relation [4, 5, 11, 12, 14, 15] .
their distance, betwin biological systems react in identical way, under stimulation of precise trigger-points of only one of them [27] .
Finally, the hepatic insulin receptor resistance [4, 25] is not associated with all metabolic disorders in all the patients. It depends on dysfunction of PPARs in the liver, skeletal muscle, and adipose tissue, [4, 7, 19] . In arteriosclerosis microcirculatory theory [24] , the mechanism of the association between ATS and metabolic syndrome has been explained, that it can occur exclusively in presence of biophysical-semeiotic ATS constitution [4, 14, [19] [20] [21] [22] [23] [24] .
It is possible that microscopic and macroscopic functions are continuously interacting in body, which may be disturbed when cellular free energy is reduced due to impaired mitochondrial respiratory function. On the contrary, under physiological conditions, mitochondrial function, non-local realm is widespread in biological systems. Analogously, micro-and macro-vessels are interacting, which is clear from microvessel theory of ATS [24] .
It is known that interventions involving lowering of blood pressure, glycaemia, serum cholesterol, and other risk factors (such as clinically diagnosed IIR) reduce the risk of cardiovascular disease (CVD), and decrease the risk factors as much as possible.
However, it may be suggested that we must go beyond the known risk factors. In fact, primary prevention of CVD, depends especially upon easy and immediate bedside detection of individuals at "inherited real risk," from birth, which is always dependent on biophysical-semeiotic constitutions, assessed clinically in a quantitative way [4, 7, 9-12, 19-21, 25, 26] .
MODIFIED MEDITERRANEAN DIET AND PRE-METABOLIC SYNDROME
The association of diet with chronic diseases of affluence has attracted since ever much attention among authors. Recently, interest has concentrated on dietary patterns, because they can address the complex interplay of nutrients within a diet [1-3, 8, 27, 28] . Dietary patterns have often been studied in relation to the mortality of elderly people, because of interest in this important age group and because of methodological considerations, for example, the cumulative effects of diet over an extended period and the high frequency of deaths. The Mediterranean diet has been used in many studies because several of its components have been related to common chronic diseases, and ecological evidence suggests that such a diet may be beneficial to health, and variants of this diet have improved the prognosis of patients with coronary heart disease [1-3, 8, 27-36] .
The modified Mediterranean diet is characterised by a high intake of vegetables, legumes, fruits, nuts and cereals (largely unrefined); a moderate intake of fish; a low intake of saturated lipids but high intake of unsaturated lipids, particularly olive oil; a low to moderate intake of dairy products, mostly cheese and yogurt; a low intake of meat; and a modest intake of ethanol, mostly as wine [32] . Interestingly, in women, the frequent association of osteoporotic biophysical semeiotic constitution with Pre-Metabolic Syndrome [4, 19, 20] , has been observed in association with increased intake of refined foods, cola drinks and w-6 fatty acids.
Increased intake of calcium, the major mineral constituent of bones, appears to be important in the primary prevention osteoporosis in people with osteoporotic constitution. Novel vitamin D analogues are useful for the prevention or treatment of bone disorders such as osteoporosis. At this point, we must emphasize the importance of also w-3, magnesium and antioxidants [33] [34] [35] [36] .
Calcium is found in food of both plant and animal origin. Rich sources are dairy products, such as milk, cheese, yoghurt, and small fish, particularly in their bone. Isoflavone containing compounds are also used for the treatment of osteoporosis and inflammatory joint disease. Calcium is central to a variety of functions in the body, such as nerve and muscle activity, as well as bone metabolism. In addition, osteoporosis is seen by the authors as an outcome of calcium deficiency, in that such as defi-ciency may lead to the development of a lower peak bone mass. Unfortunately, not all physicians know Quantum Biophysical Semeiotics, and thus ignore biophysical semeiotic constitutions and related congenital real risks.
Briefly, adherence to a Mediterranean diet proved to be efficacious in preventing most common cardiovascular diseases, diabetes, osteoporosis and cancer [27] [28] [29] [30] [31] [32] [33] [34] [35] [36] .
However, we have to care an "unique" individual, a "single patient" with particular biophysical-semeiotic constitutions, Single Patient Based Medicine is based on. In fact, we must consider accurately in the "single" patient its (her) entire biophysical semeiotic constitutions; dislipidaemia, diabetese, hypertension, gout, osteoporosis, and cancer [4, 5, 19] .
Such diet, in association with physical exercise, walking about 40 min. day; avoiding tobacco smoking and alcoholism,may enhance survival among older people, especially when modified by adding, omega-3 rich foods or nutraceuticals. However, to achieve remarkable advantages in clinical decision making, we must know significance of microcirculatory remodelling, characteristic of inherited risk of osteoporosis and other common disorders [4-6, 14, 15] .
It may be emphasized, once again that dietary modification and daily physical exercise, may be of paramount importance in ameliorating endothelial dysfunction. A protective role has also been implicated to coniugated-Melatonin, because it can influence brain-heart connection [4, 5, [21] [22] [23] [24] [25] [26] .
The endothelial cells, play a important role in highlighting some overlooked action mechanisms of physical exercise. Exposure to shear stress or stretch results in a range of electrophysiological, biochemical, and genetic dysfunction. If the stimulus is sustained, often result in predictable changes of cell morphology. It is possible that, unidirectional shear stress elongates endothelial cells in the direction of the shear in a force-and time-dependent fashion, whereas stress applied at a highly variable frequency, duration, and magnitude (e.g., in turbulence) induces a polygonal morphology without preferred orientation. In vivo, cells align with the flow in region where the flow is unidirectional. In contrast, morphology abruptly changes to polygonal at the border of flow separation regions where recirculation is created and where the shear stresses vary in direction and magnitude throughout the cardiac cycle. When endothelial cells are subjected to mechanical stimuli, diverse responses are generated, some of which are extremely fast, while others develop over hour or days. Rapid changes in ionic conductance, inositol triphosphate generation, G-protein activation, and intracellular free calcium and magnesium in response to stresses occur. Many of these rapid responses are similar to second-messenger responses that result from agonist-receptor coupling, and this suggests that the mechanical and agonist responses may share common transduction pathways [37, 38] In conclusion, diet and physical exercise act synergesticaly on endothelial function, among patients with stress, apart from anti-inflammatory cytokine production, such as interleukin(IL)-10 and IL-4, adiponectin, which have a beneficial effect on osteocyte and bone metabolism as well as on other cardiovascular risk factors ( www.semeioticabiofisica.it).
